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AB A series of 10-acyl and 7,10-diacyl paclitaxel analogs have been 

synthesized using a solid phase combinatorial chemical approach, and a second 
series of 7-acyl -10-deacetylpaclitaxel analogs have been prepared by 
conventional chemical In the first series, 10-deacetylpaclitaxel was linked 
through its 2 1 -hydroxy 1 group using 1% polystyrene-divinyl benzene resin 
functionalized with butyldiethylsilane linker (PS-DES) and then acylated 
at the C-10 hydroxyl group with various anhydrides and dialkyl 
dicarbonates in the presence of CeC13 . The resin-bound C-10 acylated 
paclitaxel derivs . were then treated with various carboxylic acids in the 
presence of 1, 3-diisopropylcarbodiimide in toluene to provide 
polymer- supported 7, 10-diacylpaclitaxels . These 7-acyl- and 
7, 10-diacylpaclitaxels were cleaved from the resin to give the 24 
paclitaxel analogs. Nine 7-acyl -10-deacetylpaclitaxel analogs were also 
prepared by conventional chemical Methodol . to determine the tubul in-assembly 
activity of compds . prepared in small quantities by a combinatorial approach 
has been developed, and four analogs with improved tubul in-assembly 
activity as compared with paclitaxel were found, together with two analogs 
with improved cytotoxicity against ovarial cancer cells. 
IT 455252-32-1P 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 

SPN (Synthetic preparation) ; BIOL (Biological study) ; PREP (Preparation) 
(solid phase synthesis of combinatorial library of acyl and 
diacylpaclitaxel derivs., their cytotoxicity against ovarian cancer 
cells, and tubul in-assembly activity) 
RN 455252-32-1 CAPLUS 

CN Benzenepropanoic acid, 0- (benzoylamino) -a-hydroxy- , 

(2aR, 4S, 4aS, 6R, 9S, US , 12S , 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) - 
23,3,4,43,5,6,9,10,11,12, 12a , 12b-dodecahydro-4 , 1 1 -dihydroxy-4a ,8,13,13- 
tetramethyl-5-oxo-6- [ [ (phenyl met hoxy) carbonyl] oxy] -7 , 11-methano-lH- 
cyclodeca [3,4]benz [1 , 2-b] oxet-9-yl ester, (aR,ps)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




IT 455252-32-1DP, resin-bound 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(React ant or reagent) 

(solid phase synthesis of combinatorial library of acyl and 
diacylpaclitaxel derivs . , their cytotoxicity against ovarian cancer 
cells, and tubul in-assembly activity) 
RN 455252-32-1 CAPLUS 

CN Benzenepropanoic acid, p- (benzoylamino) -a-hydroxy- , 

(2aR,4S, 4aS, 6R, 9S, 11S, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) - 
2a ,3,4, 4a ,5,6,9,10,11, 12, 12a , 12b-dodecahydro-4 , 11 -dihydroxy-4a ,8,13,13- 
tetramethyl-5-oxo-6- [ [ (phenylmethoxy) carbonyl] oxy] -7, 11-methano-lH- 
cyclodeca [3,4]benz [1,2-b] oxet-9-yl ester, (aR,pS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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2002:515158 CAPLUS 
137:217096 

Design and Synthesis of a Combinatorial Chemistry 
Library of 7-Acyl, 10-Acyl, and 7,10-Diacyl Analogues 
of Paclitaxel (Taxol) Using Solid Phase Synthesis 
Jagtap, Prakash G.; Baloglu, Erkan; Barron, Donna M.; 
Bane, Susan; Kingston, David G. I. 
Department of Chemistry, Virginia Polytechnic 
Institute and State University, Blacksburg, VA, 24061, 
USA 

Journal of Natural Products (2002), 65(8), 1136-1142 
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English 

CASREACT 137:217096 
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AB Compns. and methods are provided for use in the treatment of cancer. A 
method for the treatment of cancer is provided comprising administration 
of 4-desacetyl -4 -methylcarbonate taxol and doxorubicin to a patient in 
need thereof. Surprisingly, it has been found that 4-desacetyl 4 -Me 
carbonate taxol does not stimulate formation of cardiotoxic metabolic 
doxorubicin byproducts. Also provided with the present invention is a 
chemotherapeutic composition comprising a chemotherapeutically effective amount 
of 4-desacetyl 4 -Me carbonate taxol and doxorubicin. In a further 
embodiment of the invention, the chemotherapeutic composition is disposed 
within a pharmaceutically acceptable carrier. Alternatively, each agent, 
4-desacetyl 4 -Me carbonate taxol and doxorubicin may be formulated sep. to 
facilitate sequential administration of the compns. 

IT 160084-82-2 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(method for reducing cardiotoxicity of combined chemotherapies using 
desacetylmethylcarbonatetaxol in relation to formation of doxorubicin 
toxic metabolites) 
RN 160084-82-2 CAPLUS 

CN Benzenepropanoic acid, p- (benzoylamino) -a -hydroxy- , 

(2aR, 4S,4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) - 
2a, 3, 4, 4a, 5, 6, 9, 10, 11, 12, 12a, 12b-dodecahydro-4 , ll-dihydroxy-6- 
[ (methoxycarbonyl)oxy] -4a , 8 , 13 , 13 -tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3 , 4] benz [1 , 2-b] oxet-9-yl ester, (aR,0S)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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2002:240547 CAPLUS 
136:257231 

Method for reducing toxicity of combined 
chemo t herap i es 

Minotti, Giorgio; Gianni, Luca 
Bristol-Myers Squibb Company, USA 
PCT Int. Appl., 24 pp. 
CODEN: PIXXD2 



DOCUMENT TYPE: Patent 

LANGUAGE : Engl ish 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 
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AB A library with 63 paclitaxel analogs modified at the C10 position of 

paclitaxel has been prepared using parallel solution phase synthesis. Most of 
the C10 analogs were slightly less active than paclitaxel in the tubulin 
assembly assay and had reduced potency in the B16 melanoma and MCF-7 cell 
line cytotoxicity assays. These modifications at C10, however, did not 
lead to the total loss of activity, indicating that the C10 moiety of 
paclitaxel may not be directly involved in the drug-microtubule 
interactions, but could influence its binding affinity to P-glycoprotein. 
Approx. 50% of the analogs demonstrated better activity against the drug 
resistant cell line MCF7-ADR. However, the increase in activity was 
10-fold at most. This result demonstrates that the cytotoxicity against 
this drug resistant cancer cell line is sensitive to structural changes at 
the C10 position of paclitaxel. It was also found that the presence of a 
nitrogen atom in the C10 substituent might play a role in the interaction 
of analogs with microtubules. 

IT 459427-11-3P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(preparation and systematic antitumor SAR study of ClO-modified paclitaxel 
analogs using a combinatorial approach) 
RN 459427-11-3 CAPLUS 

CN Benzenepropanoic acid, p- (benzoylamino) -a-hydroxy- , 

(2aR,4S,4aS,6R, 9S, IIS, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 ,11- 
dihydroxy-4a,8, 13, 13 -tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR,ps)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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2002:201423 CAPLUS 
137:226272 

A systematic SAR study of CIO modified paclitaxel 
analogues using a combinatorial approach 
Liu, Yanbin; Ali, Syed M.; Boge, Thomas C; Georg, 
Gunda I.; Victory, Samuel; Zygmunt, Jan; Marquez, 
Rebecca T. ; Himes, Richard H. 

Department of Medicinal Chemistry, and the Drug 
Discovery Program, Higuchi Biosciences Center, 
University of Kansas, Lawrence, KS, 66045, USA 
Combinatorial Chemistry and High Throughput Screening 
(2002) , 5(1), 39-48 
CODEN: CCHSFU; ISSN : 1386-2073 
Bentham Science Publishers 
Journal 
English 

CASREACT 137:226272 
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AB Taxanes of formula I [Rl = H, OH; R2 = acyloxy; R3 = keto, OH, acyloxy; R4 
= carbonate; XI = alkyl, alkenyl, alkynyl, heterocyclyl ; X2 = acyl, 
C02alkyl, C02heterocyclyl , etc.], having a carbonate substituent at C(10) , 
are prepared as antitumor agents. Thus, II was prepared and had in vitro 
cytotoxicity of ID50 of < 1 nm against HCT116 cells. Pharmaceutical 
compns. containing I are described. 

IT 352534-31-7P 352534-32-8P 352534-33-9P 
352534-34-0P 352534-36-2P 352534-37-3P 
352534-38-4P 352534-39-5P 352534-40-8P 
352534-41-9P 352534-43-1P 352534-45-3P 
352534-46-4P 352534-47-5P 352534-48-6P 
352534-50-0P 352534-51-1P 352534-62-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation and formulation of CIO carbonate substituted taxanes as 
antitumor agents) 
RN 352534-31-7 CAPLUS 

CN 2-Thiophenepropanoic acid, 0- [ (2 -furanylcarbonyl ) amino] -ct- 

hydroxy-, (2aR, 4S, 4aS, 6R, 95,11s, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy ) - 6 - [ ( ethoxycarbonyl ) oxy] -23,3,4,43,5,6,9,10,11,12,123, 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8 , 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-32-8 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (2- 

thienylcarbonyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, 115,12s, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] - 

2a, 3, 4, 4a, 5, 6, 9, 10, 11, 12, 12a , 12b-dodecahydro-4 , 11 -dihydroxy-4a ,8,13,13- 
tetramethyl-5-oxo-7, 11-methano-lH-cyclodeca [3,4]benz [1,2-b] oxet-9-yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 352534-33-9 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (l-oxo-4- 

pentenyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl) oxy] -2a, 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b- 
dodecahydro-4, ll-dihydroxy-4a , 8 , 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3,4]benz [1 , 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-34-0 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [( 1-oxobutyl ) amino] - , 

(2aR, 4S,4aS, 6R, 9S, IIS, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl)oxy] -2a, 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11- 
dihydroxy-4a,8, 13, 13 -tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz [1 , 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-36-2 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [[ (2E) -l-oxo-2- 

butenyl] amino] -, (2aR, 4S, 4aS , 6R, 9S, 11S,12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] -23,3,4,43,5,6,9,10,11, 12, 12a, 12b- 
dodecahydro-4, ll-dihydroxy-4a , 8 , 13 , 13 -tetramethyl -5 -oxo-7 , 11 -methano-lH- 
cyclodeca[3,4]benz [1, 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




RN 352534-37-3 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (3- 

pyridinylcarbonyl) amino] - , (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] - 

23,3,4,43,5,6,9,10,11,12,123, 12b-dodecahydro-4 , 11 -dihydroxy-4a ,8,13,13- 
tetramethyl-5-oxo-7, 11-methano-lH-cyclodeca [3,4]benz [1,2-b] oxet-9-yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Ph 



RN 352534-38-4 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (4- 

pyridinylcarbonyl ) amino] - , ( 2aR, 4S , 4aS , 6R , 9S , 1 IS , 12S , 12aR , 12bS ) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] - 

2a, 3, 4, 4a, 5, 6, 9, 10, 11, 12, 12a , 12b-dodecahydro-4 , 11 -dihydroxy-4a , 8 , 13 , 13 - 
tetramethyl-5-oxo-7, 11-methano-lH-cyclodeca [3 , 4] benz [1, 2-b] oxet-9-yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 352534-39-5 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (2- 

pyridinylcarbonyl) amino] -, (2aR, 45,433, 6R, 9S, US, 12S, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] - 

2a, 3, 4, 4a, 5, 6 , 9, 10, 11, 12, 12a , 12b-dodecahydro-4 , 11 -dihydroxy-4a ,8,13,13- 
t et ramethyl - 5 -oxo- 7 , 1 1 -methano- lH-cyclodeca [3,4] benz [ 1 , 2 -b] oxet - 9 -yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 352534-40-8 CAPLUS 

CN 2-Furanpropanoic acid, p- [ (2-furanylcarbonyl) amino] -a-hydroxy-, 

(2aR,4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12 - (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] -2a, 3,4, 4a, 5, 6, 9, 10, 11, 12, 12a, 12b-dodecahydro-4 , 11 - 
dihydroxy-4a,8, 13, 13-tetramethyl-5-oxo-7 , 11 -methano- 1H- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-41-9 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (1-oxobutyl ) amino] - , 

(2aR,4S,4aS,6R,9S,llS,12S,12aR,12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ ( ethoxycarbonyl ) oxy] -23,3,4,43,5,6,9,10,11,12,123, 12b-dodecahydro-4 , 11 - 
dihydroxy-4a , 8,13, 13 - tet ra methyl -5 -oxo-7 , 11 -methano- 1H- 
cyclodeca [3,4]benz [1, 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-43-1 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [[ (2E) -l-oxo-2- 

butenyl] amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl) oxy] -2a , 3 , 4 , 4a, 5 , 6 , 9 , 10 , 11 , 12 , 12a, 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8 , 13 , 13-tetramethyl-5-oxo-7, 11 -methano- 1H- 
cyclodeca [3,4]benz [1 , 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




RN 352534-45-3 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (l-oxo-4-pentenyl) amino] -, 

(2aR, 4S, 4aS, 6R, 9S, IIS, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] -23,3,4,43,5,6,9,10,11,12,123, 12b-dodecahydro-4 ,11- 
dihydroxy-4a, 8, 13, 13 -tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-46-4 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (2 -thienylcarbonyl) amino] - , 

(2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) - 12 - (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11 - 
dihydroxy-4a, 8, 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodeca [3,4]benz [1 , 2 -b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-47-5 CAPLUS 

CN 2-Furanpropanoic acid, p- (benzoylamino) -a -hydroxy- , 

(2aR,4S,4aS, 6R, 95,11s, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl) oxy] -2a , 3 , 4 , 4a, 5 , 6 , 9 , 10, 11, 12, 12a, 12b-dodecahydro-4 , 11- 
dihydroxy-4a, 8 , 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3, 4]benz [1,2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-48-6 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (3 -methyl -l-oxo-2 - 

butenyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] -2a, 3 , 4 , 4a, 5, 6, 9, 10, 11, 12 , 12a, 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8 , 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodeca[3,4]benz [1 , 2 -b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



EtCL^O 



Me2 




Ph 



RN 352534-50-0 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (2-methyl -1- 

oxopropyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl) oxy] -2a, 3 , 4 , 4a, 5, 6, 9, 10, 11, 12 , 12a, 12b- 
dodecahydro-4, ll-dihydroxy-4a , 8, 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3,4]benz [1 , 2-b] oxet-9-yl ester, (aR, PR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 352534-51-1 CAPLUS 

CN 3-Furanpropanoic acid, a-hydroxy-p- [[ (2E) -l-oxo-2- 

butenyl] amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8 , 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodecat3,4]benz[l,2-b]oxet-9-yl ester, (aR,pS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




Ph 




RN 352534-62-4 CAPLUS 

CN 2-Thiophenepropanoic acid, p- (benzoylamino) -a-hydroxy- , 

(2aR,4S,4aS,6R,9S,llS,12S,12aR,12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl)oxy] -2a , 3 , 4 , 4a, 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11- 
dihydroxy-4a, 8, 13, 13 -tetramethyl -5 -oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Taxanes, such as I [R7, R10 = H, acyl , carboxy, carbamoyl, etc.; X3 = 
alkyl, alkenyl, alkynyl, Ph, substituted Ph, heteroaryl; X5 = H, acyl, 
carboxyl, carboxamide, etc.] with improved solubility, were prepared for use as 
antitumor agents. Thus, taxotere analog II was prepared via esterif ication 
of baccatin III derivative III (R7 = COCH2Me, R10 = SiEt3) with p-lactam 
IV followed by a deprotection step using HF. The prepared taxanes were 
tested for cytotoxic activity against HCT116 cells. Pharmaceutical 
formulations of the prepared taxanes were also presented. 

IT 352534-31-7P 352534-32-8P 352534-33-9P 



352534-34-0P 352534-36-2P 352534-37-3P 
352534-38-4P 352534-39-5P 352534-40-8P 
352534-41-9P 352534-43-1P 352534-45-3P 
352534-46-4P 352534-47-5P 352534-48-6P 
352534-50-0P 352534-51-1P 352534-62-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and formulation of taxanes having improved solubility for 
pharmaceutical use as antitumor agents) 
RN 352534-31-7 CAPLUS 

CN 2-Thiophenepropanoic acid, P- [ (2-furanylcarbonyl ) amino] -a- 

hydroxy-, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a, 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8, 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR,pR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-32-8 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (2- 

thienylcarbonyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] - 

23,3,4,43,5,6,9,10,11,12, 12a , 12b-dodecahydro- 4 , 11 -dihydroxy-4a ,8,13,13- 
tetramethyl-5-oxo-7, 11-methano-lH-cyclodeca [3,4]benz [1,2-b] oxet-9-yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 352534-33-9 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ ( l-oxo-4- 

pentenyl) amino] (2aR, 4S, 4aS, 6R, 9S, 11S, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a, 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8, 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3,4]benz [1,2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-34-0 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ ( 1-oxobutyl ) amino] - , 

(2aR,4S,4aS,6R, 9S, IIS, 12S, 12aR, 12bS) -12b- (acetyloxy) - 12 - (benzoyloxy) -6- 
t (ethoxycarbonyl ) oxy] -2a, 3, 4, 4a, 5, 6,9, 10, 11, 12, 12a, 12b-dodecahydro-4 , 11 - 
dihydroxy-4a, 8, 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodeca [3,4]benz [1,2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-36-2 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ [ (2E) -l-oxo-2- 

butenyl] amino] -, (2aR, 4S, 4aS, 6R, 9S,11S, 12S,12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a, 12b- 
dodecahydro-4, ll-dihydroxy-4a , 8, 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 352534-37-3 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (3 - 

pyridinylcarbonyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl) oxy] - 

2a, 3, 4, 4a, 5, 6, 9, 10, 11, 12, 12a , 12b-dodecahydro-4 , ll-dihydroxy-4a ,8,13,13- 
tetramethyl-5-oxo-7 , 11-methano-lH-cyclodeca [3 , 4] benz [1, 2-b] oxet-9-yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (4 - 

pyridinylcarbonyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl) oxy] - 

23,3,4,4a, 5 # 6, 9, 10, 11, 12, 12a, 12b-dodecahydro-4 # ll-dihydroxy-4a, 8, 13, 13- 
t et ramethyl - 5 -oxo -7,11 -methano - 1H- cyclodeca [3,4] benz [ 1 , 2 -b] oxet - 9 -yl 
ester, (aR, pR) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 352534-39-5 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (2- 

pyridinylcarbonyl) amino] -, (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- 
(acetyloxy) -12- (benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] - 

2a, 3, 4,4a, 5, 6, 9, 10, 11, 12, 12a , 12b-dodecahydro-4 , 1 1 -dihydroxy-4a , 8 , 13 , 13 - 
tet ramethyl -5 -oxo -7 , 11 -methano -1H- cyclodeca [3 , 4] benz [1 , 2-b] oxet-9-yl 
ester, (aR, PR) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 352534-40-8 CAPLUS 

CN 2-Furanpropanoic acid, p- [ (2-furanylcarbonyl ) amino] -a-hydroxy- f 

(2aR, 4S, 4aS, 6R, 9S, 11S, 12S , 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] - 2a ,3,4, 4a ,5,6,9,10,11, 12 ,12a, 12b-dodecahydro-4 ,11- 
dihydroxy-4a, 8, 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodeca [3,4]benz [1 , 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-41-9 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (1-oxobutyl ) amino] - , 

(2aR,4S, 4aS, 6R, 9S, US , 12S , 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 1 0 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11 - 
dihydroxy-4a, 8, 13, 13-tetramethyl-5-oxo-7, 11-methano-lH- 
cyclodeca [3,4]benz [1 , 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 



n-Pr .NH O 






OH 
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RN 352534-43-1 CAPLUS 

CN 2-Furanpropanoic acid, ot-hydroxy-p- [ [ (2E) -l-oxo-2- 

butenyl] amino] -, (2aR,4S, 4aS, 6R, 95,11s, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6 - [ ( ethoxycarbonyl ) oxy] -2a ,3, 4, 4a, 5,6, 9, 10, 11, 12, 12a , 12b- 
dodecahydro-4, ll-dihydroxy-4a , 8 , 13, 13-tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 352534-45-3 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (l-oxo-4 -pentenyl ) amino] - , 

(2aR,4S,4aS, 6R, 9S,11S, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl) oxy] -2a, 3 , 4 , 4a, 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11- 
dihydroxy-4a , 8 , 13 , 13 -tetramethyl -5 -oxo- 7 , 11 -methano- 1H- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-46-4 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (2-thienylcarbonyl) amino] - , 

(2aR,4S,4aS, 6R, 93,11s, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11 - 
dihydroxy-4a,8, 13, 13-tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-47-5 CAPLUS 

CN 2-Furanpropanoic acid, p- (benzoylamino) -a-hydroxy- , 

(2aR, 4S, 4aS, 6R, 9S, IIS, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
[ ( ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11 - 
dihydroxy-4a, 8, 13, 13 -tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca[3,4]benz[l,2-b]oxet-9-yl ester, (aR, PR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-48-6 CAPLUS 

CN 2-Thiophenepropanoic acid, a-hydroxy-p- [ (3 -methyl -l-oxo-2 - 

butenyl) amino] -, (2aR, 4S, 4aS , 6R, 95,115,12s, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl ) oxy] -2a, 3,4 , 4a, 5, 6, 9, 10, 11, 12 , 12a, 12b- 
dodecahydro-4., ll-dihydroxy-4a, 8 , 13 , 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3 , 4] benz [1, 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 352534-50-0 CAPLUS 

CN 2-Furanpropanoic acid, a-hydroxy-p- [ (2-methyl-l- 

oxopropyl) amino] (2aR, 4S, 4aS, 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ (ethoxycarbonyl) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b- 
dodecahydro-4, ll-dihydroxy-4a, 8 , 13, 13-tetramethyl-5-oxo-7 , 11-methano-lH- 
cyclodeca [3,4]benz [1, 2-b] oxet-9-yl ester, (aR, pR) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 352534-51-1 CAPLUS 

CN 3-Furanpropanoic acid, a-hydroxy-p- [ [ (2E) -l-oxo-2- 

butenyl] amino] -, (2aR, 4S, 4aS , 6R, 9S, US, 12S, 12aR, 12bS) -12b- (acetyloxy) -12- 
(benzoyloxy) -6- [ ( ethoxy car bony 1 ) oxy] -2a, 3 , 4 , 4a, 5 , 6 , 9, 10 , 11, 12 , 12a, 12b- 
dodecahydro-4 , ll-dihydroxy-4a / 8 , 13 , 13-tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca [3,4]benz [1, 2-b] oxet-9-yl ester, (aR,pS)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 352534-62-4 CAPLUS 

CN 2-Thiophenepropanoic acid, p- (benzoylamino) -a -hydroxy- , 

(2aR, 4S, 4aS, 6R, 9S, US , 12S , 12aR, 12bS) -12b- (acetyloxy) -12- (benzoyloxy) -6- 
t (ethoxycarbonyl ) oxy] -2a , 3 , 4 , 4a , 5 , 6 , 9 , 10 , 11 , 12 , 12a , 12b-dodecahydro-4 , 11 - 
dihydroxy-4a,8, 13, 13 -tetramethyl -5-oxo-7 , 11-methano-lH- 
cyclodeca [3,4]benz [1, 2-b] oxet-9-yl ester, (<xR,pR)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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